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To the Editor: 97 Wheat is the source of allergens for different type-I allergies comprising classical food allergy, wheat-98 dependent, exercise-induced anaphylaxis (WDEIA) and occupational allergic rhinoconjunctivitis or asthma 99
(1). 100
Hydrolyzed wheat proteins (HWP) are used in a variety of products ranging from food to cosmetics. Wheat 101 hydrolysates are produced by either a chemical process by heating gluten at acidic pH or by enzymatic 102 treatment. This provides the food industry a wider range of use, as the hydrolyzed product is soluble in 103 water. Although, the general opinion is, that hydrolysis reduces allergenicity the number of reported cases 104 and studies on sensitization and allergy to HWP is limited (2-7). 105
The aim of this study was to characterize patients with a case-history of anaphylaxis related to ingestion of 106 a product containing HWP and to investigate patients with other phenotypes of wheat allergy for co-107 sensitization to HWP. 108 109
Details of the methods can be found in this article's Methods section in the Online Repository at 110 www.jacionline.org. In this study we looked at a single hydrolyzed wheat product, Meripro 711 (Tate and  111 Lyle, Syral, Aalst, Belgium). In brief, we assessed 9 patients with a history of anaphylaxis to HWP and for 112 comparison we determined the frequency and assessed the potential relevance of HWP-sensitization in an 113 existing cohort of 45 patients with suspicion of WIA and WDEIA (see Figure 1 ). 114 115
All patients were examined with detailed case-history, skin prick test (SPT), specific IgE (sIgE) and basophil 116 histamine release (BaHR) followed, by an open food challenge (OFC) with the cake mix containing HWP to 117 the extent where it was available since the product (AMO Letbagt®) was withdrawn from the market after 118 the first public reports on allergic reactions. The WIA and WDEIA patients were challenged with wheat or 119 gluten (±exercise). 120
The In total 9 (16.0%) patients (female/male ratio 9:0, median age 31.1 years, [16.8-68 .3]) were identified with 124 a case-history of anaphylaxis related to a HWP containing product (see Table 1 ). test for wheat-specific IgE (f4) was only positive in one patient and wheat components normally associated 138 with other wheat allergy phenotypes showed no response (8). Weak reactivity in BaHR to wheat (between 139 300-100 µg/mL, ie. a factor 10 5 less sensitive) was found in 6/9 patients (see Table 1 
In the WIA group (female:male ratio 10:9, median age 10.3 years, [1.5;77.2 A weakness of this study is that only two patients were challenged with the cake-mix and not a purified 180 product. However, the specific cake-mix containing Meripro 711 was withdrawn from the Danish market in 181 2010, and we failed to obtain further purified product from the manufacturer. Furthermore, very severe 182 reactions to the cake-mix were seen to minute amounts in the first 2 patients. Meripro is still available from 183 the manufacturer and other food products thus still contain HWP. None of the patients in the WIA or 184 WDEIA groups were challenged with Meripro 711, but all had a negative case-history to HWP. A reaction to 185
Meripro 711 in the WIA and WDEIA patients cannot be ruled out especially in the challenge negative 186 patients in the cohorts of WIA and WDEIA, but could not be elucidated due to the aforementioned 187 unavailability of purified challenge material. 188 189
In conclusion, reactivity to HWP seems to be restricted to patients specifically sensitized to this 190 heterogeneous group of products without concomitant allergy to non-hydrolyzed wheat. 191 
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